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-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )[3 Responsive to communication(s) filed on 18 June 2003 . 
2a)Q This action is FINAL. 2b)[3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) 03 Claim(s) 1-11 and 16 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) [EI Claim(s) 1-11 and 16 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
11 )□ The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) |E1 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)|ElAII b)[J Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. K1 Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) Q Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 . 
Attachment(s) 



1) l2Sl Notice of References Cited (PTO-892) 

2) n Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) Information Disclosure Statement(s) (PTO-1449) Paper No(s) , 



4) \Z\ Interview Summary (PTO-413) Paper No(s). 

5) [H Notice of Informal Patent Application (PTO-1 52) 

6) D Other: 
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Art Unit: 1642 

DETAILED ACTION 

1 . The amendment filed 6/1 8/2003 (paper no. 1 1 ) is acknowledged and entered into 
the record. Accordingly, claims 12-15 are canceled without prejudice or disclaimer, 
claim 16 is newly added. 

2. Claims 1-1 1 and 16 are therefore pending and examined on the record. 

Claim Rejections Maintained - 35 (JSC §112, 1 st paragraph 

3. The rejection of claims 1-10, and now newly added claim 16 under 35 USC 112, 
1 st paragraph is maintained for the reasons of record. Applicant argues that the claimed 
medicament is enabled by the specification as it pertains to the construction and 
screening of the claimed peptide fragment composition. This argument is not found 
persuasive. The claims are drawn to an isolated peptide fragment and or isolated 
peptides having partial sequences derived from the C-terminus of Selenoprotein P, 
wherein the peptides have cell-death inhibitory activity. This can include a multiple 
variations all of which can have cell death inhibitory activity. One cannot extrapolate the 
teachings of the specification to the scope of the claims because the claims are broadly 
drawn to any polypeptide fragment with cell death inhibitory activity, and applicant has 
not enabled all of these types of partial sequences because it has not been shown that 
these fragments or partial sequences are capable of functioning as that which is being 
disclosed. 

Protein chemistry is probably one of the most unpredictable areas of 
biotechnology. For example, conservative replacement of a single "lysine" reside at 
position 1 18 of acidic fibroblast growth factor by "glutamic acid" led to the substantial 
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loss of heparin binding, receptor binding and biological activity of the protein (Burgess et 
al., J of Cell Bio. 111:2129-2138, 1990). In transforming growth factor alpha, 
replacement of aspartic acid at position 47 with alanine or asparagine did not affect 
biological activity while replacement with serine or glutamic acid sharply reduced the 
biological activity of the mitogen (Lazar et al. Molecular and Cellular Biology 8:1247- 
1252, 1988). These references demonstrate that even a single amino acid substitution 
or what appears to be an inconsequential chemical modification will often dramatically 
affect the biological activity and characteristic of a protein. Furthermore, the 
specification fails to teach what deletions, truncations, substitutions and mutations of the 
disclosed sequence can be tolerated that will allow the protein to function as claimed. 
While it is known that many amino acid substitutions are possible in any given protein, 
the position within the protein's sequence where such amino acid substitutions can be 
made with reasonable expectation of success are limited. Certain positions in the 
sequence are critical to the three-dimensional structure/function relationship, and these 
regions can tolerate only conservative substitutions or no substitutions. Residues that 
are directly involved in protein functions such as binding will certainly be among the 
most conserved (Bowie et al. Science, 247:1306-1310, 1990, p. 1306, col.2). 
Reasonable correlation must exist between the scope of the claims and scope of 
enablement set forth, and it cannot be predicted from the disclosure how to use any and 
all fragments or partial sequence of proteins derived from the C-terminal end of 
selenoprotein P. 
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Furthermore, the specification has not taught how to use the claimed 
medicament of claims 6-9 and 16 for treatment of diseases, such as AIDS or where 
reperfusion injury is observed. The current state of the art at it pertains to the 
prophylactic prevention of AIDS/HIV indicates that the progress of developing a vaccine 
is slow, indicating that no such "vaccine" is currently available to "prevent" the disease. 
Furthermore, the specification has only taught the in vitro effects of the peptide 
fragments and has not provided in vivo models to indicate the in vitro data generated 
can be correlated to in vivo success. There is insufficient guidance and objective 
evidence that such teachings would be indicative of having cell death inhibitory function 
in-vivo, i.e. in an individual; wherein it would not be predictable to one of skill in the art 
to use the method in order to inhibit cell death. Those of skill in the art recognize that in 
vitro assays and or cell-cultured based assays are generally useful to observe basic 
physiological and cellular phenomenon such as screening the effects of potential drugs. 
However, clinical correlations are generally lacking. The greatly increased complexity of 
the in vivo environment as compared to the very narrowly defined and controlled 
conditions of an in- vitro assay does not permit a single extrapolation of in vitro assays 
to human diagnostic efficacy with any reasonable degree of predictability. In vitro 
assays cannot easily assess cell-cell interactions that may be important in a particular 
pathological state. Furthermore it is well known in the art that cultured cells, over a 
period time, lose phenotypic characteristics associated with their normal counterpart cell 
type. Freshney (Culture of Animal Cells, A Manual of Basic Technique, Alan R. Liss, 
Inc., 1983, New York, p4) teach that it is recognized in the art that there are many 
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differences between cultured cells and their counterparts in vivo. These differences 
stem from the dissociation of cells from a three-dimensional geometry and their 
propagation on a two-dimensional substrate. Specific cell interactions characteristic of 
histology of the tissue are lost. The culture environment lacks the input of the nervous 
and endocrine systems involved in homeostatic regulation in vivo. Without this control, 
cellular metabolism may be more constant in vitro but may not be truly representative of 
the tissue from which the cells were derived. This has often led to tissue culture being 
regarded in a rather skeptical light (p. 4, see Major Differences In Vitro). Further, 
although drawn specifically to cancer cells, Dermer (Bio/Technology, 1994, 12:320) 
teaches that, "petri dish cancer" is a poor representation of malignancy, with 
characteristics profoundly different from the human disease Further, Dermer teaches 
that when a normal or malignant body cell adapts to immortal life in culture, it takes an 
evolutionary type step that enables the new line to thrive in its artificial environment. 
This step transforms a cell from one that is stable and differentiated to one that is not. 
Yet normal or malignant cells in vivo are not like that. The reference states that 
evidence of the contradictions between life on the bottom of a lab dish and in the body 
has been in the scientific literature for more than 30 years. Clearly it is well known in the 
art that cells in culture exhibit characteristics different from those in vivo and cannot 
duplicate the complex conditions of the in vivo environment involved in host-tumor and 
cell-cell interactions. 
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All other rejections are withdrawn in view of the amendments and 
arguments thereto as set forth in paper no. 11. 



No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christopher H Yaen whose telephone number is 703- 
305-3586. The examiner can normally be reached on Monday-Friday 9-5. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Anthony Caputa can be reached on 703-308-3995. The fax phone number 
for the organization where this application or proceeding is assigned is (703) 872-9306. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703-308- 
0196. 



Conclusion 



Christopher Yaen 
Art Unit 1642 
September 2, 2003 
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